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ring nodes : 

I 2 3 4 5 6 7 8 9 10 13 14 15 16 17 18 26 27 28 29 30 33 34 
35 36 37 38 

ring/chain nodes : 

II 12 19 20 21 22 23 24 25 31 32 39 
ring/chain bonds : 

1-12 2-11 4-13 7-25 15-19 19-20 20-21 21-22 21-23 21-24 25-28 25-32 
25-33 27-31 36-39 
ring bonds : 

1-2 1-10 2-3 3-4 4-5 5-6 5-10 6-7 7-8 8-9 9-10 13-14 13-18 14-15 
15-16 16-17 17-18 26-27 26-30 27-28 28-29 29-30 33-34 33-38 34-35 35-36 
36-37 37-38 
exact /norm bonds : 

4- 13 7-25 15-19 19-20 20-21 21-22 21-23 25-28 25-33 36-39 
exact bonds : 

1-2 1-10 1-12 2-3 2-11 3-4 4-5 21-24 25-32 26-27 26-30 27-28 27-31 
28-29 29-30 
normalized bonds : 

5- 6 5-10 6-7 7-8 8-9 9-10 13-14 13-18 14-15 15-16 16-17 17-18 33-34 
33-38 34-35 35-36 36-37 37-38 

isolated ring systems : 
containing 1 : 13 : 26 : 33 : 
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20: CLASS 21: CLASS 22 : CLASS 23: CLASS 24 : CLASS 25: CLASS 26: Atom 27: Atom 
28: Atom 29:Atom 30:Atom 31: CLASS 32 : CLASS 33:Atom 34:Atom 35: Atom 36:Atom 
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Streamlined Processes for the Synthesis of a Farnesyl 
Transferase Inhibitor Drug Candidate 
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AB As part of a fast-paced oncol. program, quinolinone I was discovered and 
developed as a potent inhibitor of farnesyl transferase for the treatment 
of cancer. The initial synthesis, which suffered from a lengthy linear 
sequence and a late-stage chromatog. resolution, was deemed not amenable to 
large-scale production While investigating alternate routes to address 

these 

issues, the original synthesis was successively improved and streamlined. 
This enabled route supplied the timely production of drug substance required 
to support early toxicol. and clin. studies. Several iterations of the 
process were made, and as a result of these improvements, an efficient 
four-step sequence was developed for the synthesis of I as its D-tartrate, 
starting from readily available outsourced intermediate II in 26% overall 
yield, including a classical resolution The key features of the synthesis 
include a Castro -Stevens coupling, an imidazole Grignard addition, and a 
concomitant classical resolution/final salt formation with D- (-) -tartaric 
acid. 

IT 501421-81-4P 501421-B7-0P 

RL: IMF (Industrial manufacture) ; RCT (Reactant) ; SPN (Synthetic 
preparation); PREP (Preparation); RACT (Reactant or reagent) 
(preparation of 

6- [ (4-chlorophenyl) hydroxy (3-methyl-3H-imidazol-4-yl) methyl] - 
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4-(3-ethynylphenyl)-l-methyl-lH-quinolin-2-one, a farnesyl transferase 
inhibitor drug candidate) 

501421-S1-4 CA 

2 (1H) -Quinolinone, 6- I (4-chlorophenyl) hydroxy (l-methyl-lH-imidazol-5- 

yl) methyl] -4- [3- (3-hydroxy-3-methyl-l-butynyl) phenyl] -1 -methyl- (9CI) (CA 

INDEX NAME) 
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2 (1H) -Quinolinone, 6-[ (4 -chlorophenyl) hydroxy (1 -methyl- lH-imidazol-5- 
yl) methyl] -4- [3- (3-hydroxy-3 -methyl- 1-butynyl) phenyl] -1-methyl-, (+) 
(2R,3R)-2,3-dihydroxybutanedioate (1:1) (salt) (9CI) (CA INDEX NAME) 
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C32 H28 CI N3 03 
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Enantiomers of 6- [ (4-chlorophenyl) -hydroxy- (3-methyl- 
3H-imidazol-4-yl) -methyl] -4- [3- (3-hydroxy-3-raethylbut- 
1-ynyl) -phenyl] -l-methyl-lH-quinolin-2-one and salts 
thereof, useful in the treatment of cancer 
Guinn, Mark R.; Guhan, Subramanian Sam; Ng, Karl X.; 
Ewing, Marcus Douglas; Tickner, Derek L. ; Pouwer, 
Kees; Meltz, Clifford N. ; Li, Bryan 

Osi Pharmaceuticals, Inc., USA; Pfizer Products, Inc. 
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*B This invention relates to the enantiomers of 6- [ (4-chlorophenyl) hydroxy (3- 
methyl-3H-imidazol-4-yl) methyl] -4- [3- (3-hydroxy-3-methylbut-l-ynyl) phenyl] - 
l-methyl-lH-quinolin-2-one, prodrugs thereof, and pharmaceutically 
acceptable salts and solvates of said compds. and said prodrugs, that are 
useful in the treatment of hype rprolife rati ve diseases, such as cancers, 
in mammals. The invention also relates to processes for the large-scale 
production of enantiomerically pure or optically enriched {+)- or 
(-)-6-[ (4-chlorophenyl) hydroxy(3-methyl-3H-imidazol-4-yl) methyl] -4- [3- (3- 
hydroxy-3-methylbut-l-ynyl) phenyl] -l-methyl-lH-quinolin-2-one enantiomers 
from a mixture containing two enantiomers using continuous chromatog. with i 
liquid mobile phase containing il polar solvent and a solid chiral 
stationary phase based on a derivatized amylosic or cellulosic 
polysaccharide. The invention further relates to the L- (+) -tartaric acid 
or (S) - (-) -1, l*-binaphthyl-2, 2'-diyl hydrogen phosphate salts of 
(+) -6- { (4-chlorophenyl) hydroxy (3-methyl-3H-imidazol-4-yl) methyl) -4- [3- (3- 
hydroxy-3-methylbut-l-ynyl) phenyl] -l-methyl-lH-quinolin-2-one and their 
manufacture 

IT 501421-81-4P 

RL: CPS (Chemical process); IMF (Industrial manufacture); PEP (Physical, 
engineering or chemical process) i THU (Therapeutic use) ; BIOL (Biological 
study); PREP (Preparation); PROC (Process); USES (Uses) 

(separation of enantiomers of 
[ (chlorophenyl) hydroxy (methylimidazolyl) methyl 

][ (hydroxymethylbutynyl) phenyl] me thy lquinolinone for treatment of 

cancer) 
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RN 501421-81-4 CA 

CN 2 (1H) -Qui noli none, 6-1 (4-chlorophenyl) hydroxy <l-methyl-lH-iraidazol-5- 

yl) methyl] -4- [3- (3-hydroxy-3-methyl-l-butynyl) phenyl] -1-methyl- (9CI) (CA 
INDEX NAME) 




501421-88-1* 

RL: IMF (Industrial manufacture); THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); USES (Uses) 
(separation of enantiomers of 
[ (chlorophenyl) hydroxy (me thylimidazolyl ) methyl 

][ (hydroxyraethylbutynyl) phenyl] me thy lquinolinone for treatment of 
cancer) 
RN 501421-85-8 CA 

CN 2(1H) -Quinolinone, 6-[ (4-chlorophenyl) hydroxy (1-methyl- lH-imidazol-5- 
yl) methyl] -4- (3- (3-hydroxy-3-methyl-l-butynyl) phenyl] -1-methyl-, (-) - 
(9CI) (CA INDEX NAME) 

Rotation (-) . 




CI 



RN 501421-86-9 CA 

CN 2 (1H) -Quinolinone, 6-[ (4-chlorophenyl) hydroxy (1 -methyl- lH-imidazol- 5- 
yl)methyl] -4- [3- (3-hydroxy-3-methyl-l-butynyl) phenyl] -1-methyl-, (+) - 
(9CI) (CA INDEX NAME) 
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Rotation (+) . 




RN 501421-87-0 CA 

CN 2 (1H) -Quinolinone, 6- [ (4-chlorophenyl) hydroxy (l-methyl-lH-imidazol-5- 
yl) methyl] -4- [3- (3-hydroxy-3-methyl-l-butynyl)phenyl] -1-methyl-, (+)-, 
(2R,3R)-2,3-dihydroxybutanedioate (1:1) (salt) (9CI) (CA INDEX NAME) 

CM 1 

CRN 501421-86-9 

CMF C32 H28 CI N3 03 

Rotation < + ) . 




CM 2 

CRN 87-69-4 
CMF C4 H6 06 

Absolute stereochemistry. 
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RN 501421-88-1 CA 

CN 2 (1H) -Quinolinone, 6-[ (4-chlorophenyl) hydroxy ( 1 -methyl- lH-imidazol-5- 
yl ) me thy 1 ] - 4 - [ 3 - ( 3 - hyd roxy-3 -me thyl - 1 -bu tyny 1 ) phenyl ] - 1 -me thy 1 - , ( + ) - , 
corapd. with (IS) - (1, 1 ' -binaphthalene] -2, 2' -diylbis[diphenylphosphine] 
(1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 501421-86-9 

CMF C32 H28 CI N3 03 

Rotation (+) . 




CM 2 

CRN 76189-56-5 
CMF C44 H32 P2 
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